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WHAT IS CLAUVDED IS : 



1. 



A method for inhibiting calcixim T-channel activity, comprising the steps of: 



providing a selective T-channel antagonist having an onset of activity in reducing 
systolic blood pressure in vivo of at least three hours and a duration of activity in vivo of at 
least 24 hours, wherein onset of activity refers to the time from administration to maximum 
reduction of systolic blood pressure, and duration of activity refers to the time from 
administration until the amount of systolic blood pressure reduction decreases by at least 
20 percent; and 

administering the antagonist to a mammal in regular doses no more often than once 

per day. 

2. The method of Claim 1, wherein the T-channel antagonist has a cyclic ring structure with a 
pendent alkylene group of at least 6 carbon atoms. 

3. The method of Claim 1, wherein the T-channel antagonist is a compound of Formula I 



orll: 



(I) 



R5O' 
R20(0)C, 




R9 

,C(0)0R3 




■11 



Rl9 



R18 



R4 



R20 



or a pharmaceutically acceptable salt, amide, ester, or prodrug thereof. 



wherein 



a) Ri-Rs are each independently selected from the group consisting of 
hydrogen;, halogen, perhaloalkyl, nitro, amino, a diazo salt, optionally substituted 
lower alkyl, optionally substituted lower alkylene and optionally substituted five- 
membered or optionally substituted six-membered heteroaryl ring or optionally 
substituted six-membered aryl or heteroaryl ring. 



where the lower alkyl and the lower alkylene moieties are each 
independently and optionally substituted with one or more substituents 
selected from the group consisting of halogen, perhaloalkyl, nitro, amino, 
hydroxy, alkoxy, sulfhydryl, thioether, cyano, amido, ester, and 
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where A is selected from the group consisting of oxygen, sulfur, and -NH 
and Rii is selected for the group consisting of hydrogen, hydroxy, alkoxy, 
haloalkoxy, halogen, haloalkyl, perhaloalkyl, nitro, amino, and a diazo salt, 
and n is between 0-4; and 

where the ring moieties are each independently and optionally substituted 
with one or more substituents selected from the group consisting of lower 
alkyl, lower alkylene, 

b) R9 is selected from the group consisting of hydrogen, alkyl, alkylene, and a five- 
membered or six-membered heteroaryl ring or a six-membered aryl or heteroaryl 
ring, optionally substituted with one or more substituents selected from the group 
consisting of lower alkyl, lower alkylene, halogen, perhaloalkyl, nitro, anmno, 
cyano, amido, and ester, 

c) Rio is selected from the group consisting of hydrogen and lower alkyl, or that Rio is 
optionally not present, in which case the nitrogen-containing ring in the compound 
of Formula I is pyridine; 

d) Ru-Ri3 and R15-R18. are each independently selected from the group consisting of 
hydrogen, halogen, perhaloalkyl, nitro, amino, a diazo salt, optionally substituted 
lower alkyl, alkoxy, optionally substituted lower alkylene and optionally 
substituted five-membered or optionally substituted six-membered heteroaryl ring 
or optionally substituted six-membered aryl or heteroaryl ring, wherein 

said lower alkyl and said lower allQ^lene moieties are each independently 
and optionally substituted with one or more substituents selected from the 
group consisting of halogen, perhaloalkyl, nitro, amino, hydroxy, alkoxy, 
sulfhydryl, thioether, cyano, amido, ester, and 




A is selected from the group consisting of oxygen, sulfttr, sulfoxide, 
sulfone, and -NH; 

R22 is selected from the group consisting of hydrogen, hydroxy, alkoxy, 
haloalkoxy, halogen, haloalkyl, perhaloalkyl, nitro, amino, and a diazo salt; 
n is between 0-4; and 

said ring moieties are each indepaidently and optionally substituted with 
one or more substituents selected from the group consisting of lower alkyl, 
lower alkylene. 
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e) Ri9 is selected from the group consisting of hydrogen, alkyi, alkylene, and a five- 
membered or six-membered heteroaryl ring or a six-membered aryl or heteroaryl 
ring, optionally substituted with one or more substituents selected from the group 
consisting of lower alkyl, lower alkylene, halogen, perhaloalkyl, nitro, amino, 
cyano, amido, and ester; and 

f) R20 is selected from the group consisting of hydrogen and lower alkyl 

g) R21 is selected from the group consisting of: 

i) hydrogen, alkyl, alkoxy, alkylene, and a five-membered or six-membered 
heteroaryl ring or a six-membered aryl or heteroaryl ring, optionally 
substituted with one or more substituents selected from the group 
consisting of lower alkyl, lower allqrlene, halogen, perhaloalkyl, nitro, 
amino, cyano, amido, and ester; 

ii) COY wherein Y is Ci-Cg alkyl, Cj-Cg alkoxy or NR13R14, wherein Rn is 
hydrogen or Ci-Cs alkyl and Rh is hydrogen, Ci-Cg alkyl, or Ci-Ci4 
phenalkyl; 

iii) X or COX wherein X is 



iv) halogen, CF3, cyano, nitro, COONHR35, COON(R3s)2, COOS02R3g, 

COONR3sS02N(R3s)2, CO2R35, COON(R35)2, COOS02N(R35)2, 

COOSO2R38. 



hydrogen, alkyl, cycloalkyl, aryl, or arylalkyl and R26 is selected from the 
group consisting of hydrogen, alkyl, cycloalkyl, aryl, or halosubstituted 
alkyl, or R25 and R26 taken together with the nitrogen atom to which they 
are attached form 1-pyrrolidinyl, 1-piperidinyl, 1-azepinyl, 4-morpholinyl, 
4-thiamorpholinyl, l-piperazinyl, 4-diarylalkyl-l-piperazinyl, each of 
which is optionally substituted wifli one or more substituents selected from 
the group consisting of alkyl, alkoxy, alkylthio, halo, trifloromethyl, or 
hydroxy; 

vi) Z, COOZ, or C(0)(NH)Z, wherein Z is selected from ±t group consisting 
of 




CONR25R26, wherein R25 is selected from the group consisting of 
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R3I — 




N-(CH2)p-. 



N-(CH2)p-< 



(CH2)p-^ 



, and 



wherein 



A) 
B) 



p and q are each independently 0-10; 

R30 is phenyl optionally substituted with one or more substituents 



independently selected from the group consisting of halogen, CF3, cyano, 
nitro, N(R35)2, NR35CONR37, NR35CON(R37)2, NR35SO2R38, 

NR3sS02N(R37)2, (CH2)o^C02R35, (CH2)o^CON(R35)2, (CH2)(mS02N(R35)2, 

(CH2)(mS02R38> and Cm alkyl; 

C) R31 is selected from the group consisting of hydrogen, cyano, OR38, 
COOR35, CON(R35)2. and phenyl optionally substituted with one or more 
substituents independently selected from the group consisting of halogen, 
CF3, cyano, nitro, N(R35)2, 2>ni35CONR37, NR35CON(R37)2, NR35SO2R38, 

MR35S02N(R37)2, (CH2)(mC02R35, (CH2)(mCON(R35)2, (CH2)(mS02N(R3s)2, 

(CH2)o>4S02R38, and Cj^ alkyl; 

D) R35 and R37 are each independently selected from hydrogen, Ci-s alkyl, C3.8 
cycloalkyl, (CH2)(mCF3; and 

E) R38 is selected from the group consisting of hydrogen, C|-8 alkyl, C3.8 
cycloalkyl, and (CH2)(mCF3; 

h) X is oxygen or sulfur; and 

i) Q is oxygen or nitrogen; provided that when Q is oxygen R13 does not exist. 

4. The method of Claim 1 , wherein the T-channcl antagonist is a prodrug. 

5. The method of Claim 3, wherein the T-channel antagonist is selected from the group 
consisting of 

diethyl 1 ,4-dihydro-4-(2'^thoxy-6'-pentadecylphenyl)-2,6-dimethyl-3,5-pyridine 
dicarboxylate; 

dimethyl 1 ,4-dihydro-4-(2 ' -ethoxy-6'-pentadecylphenyl)-2,6-dimethyl-3 ,5-pyridine 
dicarboxylate; 

diisopropyl l,4-dihydro-4-(2'-ethoxy-6'-pentadecylphenyl)-2,6-dimethyl-3 ,5- 
pyridine dicarboxylate; 
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diethyl 1 ,4-dihydro-4-(2'-methoxy-6'-pentadecylphenyl)-2,6-dimethyl-3,5-pyridm^ 
dicarboxyiate; 

dimethyl 1 ,4-dihydro-4-(2'-inethoxy-6'-pentadecylphenyl)-2,6-dimethyl-3,5- 
pyridine dicarboxyiate; 

diisopropyl l,4-dihydro-4-(2'-niethoxy-6'-pentadecylphenyl)-2,6-<iiniethyl-3,5- 
carboxypyridine dicarboxyiate; 

diethyl 1 ,4-dihydro-4-(2'-isopropoxy-6'-pentadecylphenyl)-2,6-dimethyl-3,5- 
pyridine dicarboxyiate; 

dimethyl l,4-dihydro-4-{2'-isopropoxy-6'-pentadecylphenyl)-2,6-dimethyl-3,5- 
pyridine dicarboxyiate; 

diisopropyl l,4-dihydro-4-(2'-isopropoxy-6'-pentadecylphenyl)-2,6-dimethyl-3,5- 
pyridine dicarboxyiate; 

diethyl 1 ,4-dihydro-4-(2'-methoxy-6'-pentadecylphenyi)-2-methyl-6-(2'-mercapto- 
1 'H-benzimidazolyl)methyl-3,5 -pyridine dicarboxyiate; 

dimethyl l,4-dihydro-4-(2'-methoxy-6'-pentadecylphenyl)-2-methyl-6-(2'- 
mercapto-1 'H-benzimidazolyl)methyl-3, 5 -pyridine dicarboxyiate; 

diisopropyl 1 ,4-dihydro-4-(2 ' -methoxy-6 ' -pentadecylphenyl)-2-methy l-6-(2 ' - 
mercapto-rH-benzimidazolyl)methyl-3,5- pyridine dicarboxyiate; 

diethyl l,4-dihydro-4-{2'-isopropoxy-6'-pentadecylphenyl)-2-methyl-6-(2'- 
mercapto-1 'H-benzinudazolyl)methyl-3,5-pyridine dicarboxyiate; 

dimethyl l,4-dihydro-4-(2'-isopropoxy-6'-pentadecylphenyl)-2-methyl-6-(2'- 
mercapto-1 'H-benzimidazolyl)methyl-3,5- pyridine dicarboxyiate; 

diisopropyl 1 ,4-dihydro-4-(2 ' -isopropoxy-6'-pentadecyIphenyl)-2-methyl-6-(2 
mercapto-1 'H-ben2imidazolyl)methyl-3, 5 -pyridine dicarboxyiate; 

diethyl l,4-dihydro-4-(2'-^thoxy-6'-pentadecyIphenyl)-2-methyl-6-(2'-mercapto- 
rH-benzimidazolyl)raethyl -3,5-pyridine dicarboxyiate; 

dimethyl 1 ,4-dihydro-4-(2 ' -ethoxy-6 * -pentadecylphenyl)-2-methyl-6-(2 ' -mercapto- 
1 'H-benzimidazolyl)methyl-3,5- pyridine dicarboxyiate; 

diisopropyl l,4-dihydro-4-(2'-ethoxy-6'-pentadecylphenyl)-2-methyl-6-(2'- 
mercapto-1 'H-benzimidazolyl)methyl-3,5-pyridine dicarboxyiate; 

l,4-dihydro-4-(2'-ethoxy-6'-pentadecylphenyl)-2,6-dimetiiyl-3-ethyl-5- 
(methoxyethyl)pyridine dicarboxyiate; 

1 ,4-dihydro-4-(2 ' -ethoxy-6 ' -pentadecylphenyl)-2,6-dimethyl-3-methyl-5- 
(methoxyethyl)pyridine dicarboxyiate; 

1 ,4-dihydro-4-(2 '-ethoxy-6'-pentadecylphenyl)-2,6-dimethyl-3-isopropyl-5- 
(methoxyethyl)pyridine dicarboxyiate; 
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1.4-dihydro-4<2'-methoxy-^'-pentadecylphenyl>2,6-dimethyl-3-^%^ 

(methoxyethyl)pyridine dicarboxylate; 

l,4-dihydro-4-(2*-isopropoxy-6*-pemtadecylphenyl)-2,6-dimethyl-3-et^^^ 
(methoxyethyl)pyridme dicarboxylate; 

diethyl 1 ,4-dihydro-4-{2'-ethoxy-6'-pentadecylphenyl)-2-(2'-aniinoethoxy)methyl- 
6-methyl-3, 5 -pyridine dicarboxylate; 

dimethyl 1 ,4-dihydro-4-(2'-ethoxy-6*-pentadecylphenyl)-2-(2'- 
aminoethoxy)inethyl-6-methyl-3,5-pyridine dicarboxylate; 

diisopropyl 1 ,4-dihydro-4-(2'-ethoxy-6'-pentadecylphenyl)-2-(2'- 
aininoetboxy)methyl-6-niethyl-3,5-pyridine dicarboxylate; 

diethyl 1 ,4-dihydro-4-(2'-methoxy-6'-pentadecylphenyl)-2-(2'- 
aimnoethoxy)methyl-6-methyl-3,5-pyridine dicarboxylate; 

dimethyl 1 ,4-dihydro-4- (2'-methoxy-6'-pentadecylphenyl)-2-(2'- 
aimnoethoxy)methyl-6-methyl-3,5-pyridine dicarboxylate; 

diisopropyl 1 ,4-dihydro-4-(2*-methoxy-6'-pentadecylphenyl)-2-(2'- 
aminoethoxy)inethyl-6-methyl-3,5-pyridine dicarboxylate; 

diethyl l,4-dihydro-4-{2'-isopropoxy-6'-pentadecylphenyl)-2-((2'- 
aminoethoxy)inethyl-6-methyl-3,5-pyridine dicarboxylate; 

dimethyl 1 ,4-dihydro-4-(2'-isopropoxy-6'-pentadecylphenyl)-2-(2*- 
aminoethoxy)methyl-6-inethyl-3,5-pyridine dicarboxylate; 

diisopropyl 1 ,4-dihydro-4-(2'-isopropoxy-6'-pentadecylphenyl)-2-(2'- 
aminoethoxy)niethy l-6-methyl-3 ,5-pyridine dicarboxylate; 

diethyl l,4-dihydro-4-(2'-ethoxy-3',5'-dinitro-6'-pentadecylphenyl)-2,6-dimethyl- 
3, 5 -pyridine dicarboxylate; 

dimethyl l,4-dihydro-4-(2'-ethoxy-3',5'-dinitro-6'-pentadecylphenyl)-2,6- 
dimethyl-3, 5 -pyridine dicarboxylate; 

diisopropyl 1 ,4-dihydro-4-{2'-ethoxy-3 ' ,5 '-dinitro-6'-pentadecylphenyl)-2,6- 
dimethyl-3,5-pyridine dicarboxylate; 

diethyl 1 ,4-dihydro-4-(2'-methoxy-3 ' ,5 ' -dinitro-6'-pentadecylphenyl)-2,6- 
dimethyl-3,5-pyridine dicarboxylate; 

dimethyl 1 ,4-dihydro-4-(2'-methoxy-3 ',5 '-dinitro-6'-pentadecylphenyl)-2,6- 
dimethyl-3,5-pyridine dicarboxylate; 

diisopropyl 1 ,4-dihydro-4-{2 ' -methoxy-3 ',5 ' -dinitro-6 * -pentadecylphenyl)-2,6- 
dimethyl-3, 5 -pyridine dicarboxylate; 

diethyl 1 ,4-dihydro^(2'-isopropoxy-3 ' ,5 ' -dinitro-6 * -pentadecylphenyl)-2,6- 
dimethyl-3,5-pyridine dicarboxylate; 
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dimethyl 1 ,4-dihydro-4-(2'-isopropoxy-3 %5'-dmilTo-6'-pentade(^lphenyl)-2,6- 
dimethyl-3,5-pyridiae dicarboxylate; 

diisopropyl 1 ,4-dihydro-4-(2 '-isopropoxy-3 ',5 •-dinitro-6'-pentadecylphenyl)-2,6- 
dimethyl-3,5-pyridine dicarboxylate; 

diethyl l,4-dihydro-4-(2'-ethoxy-3*,5'-diamino-6*-pentadecylphenyl)-2,6- 
dimethyl-3,5-pyridine dicarboxylate; 

dimethyl l,4-dihydro-4-(2'-ethoxy-3 *,5 '-diainino-6'-pentadecylphenyl)-2,6- 
dimethyl-3,5-pyridine dicarboxylate; 

diisopropyl l,4-dihydro-4-{2'-ethoxy-3',5'-diamino-6'-pentadecylphenyl)-2,6-. 
dimethyl-3,5-pyridine dicarboxylate; 

dietiiyl l,4-dihydro-4-(2'-methoxy-3',5'-diamino-6'-pentadecylphenyl)-2,6- 
dimethyl-3,5-pyridine dicarboxylate; 

dimethyl 1 ,4-dihydro-4-(2'-methoxy-3 ',5 •-diamino-6'-pentadecylphenyl)-2,6- 
dimethyl-3,5 -pyridine dicarboxylate; 

diisopropyl 1 ,4-dihydro-4-{2 *-methoxy-3 ',5 '-diamino-6*"-pentadecylphenyl)-2,6- 
dimethyl-3,5-pyridine dicarboxylate; 

diethyl l,4-dihydro-4-(2*-isopropoxy-3',5'-diainino-6'-pentadecylpheiiyl)-2,6- 
dimethyl-3,5-pyridine dicarboxylate; 

dimethyl l,4-dihydro-4-(2'-isopropoxy-3 ',5 '-diaTnino-6'-pentadecylphenyl)-2,6- 
dimethyl-3,5-pyridine dicarboxylate; 

diisopropyl l,4-dihydro-4-(2'-isopropoxy-3 ',5'-diamino-6'-pentadecylphenyl)-2,6- 
dimethyl-3,5-pyridine dicarboxylate; 

diethyl 1 ,4-dihydro-4-{2'.ethoxy-6'-pentadecylphenyl)-2-methyl-6-(5"-metiiyl-2- 
mercapto-1 'H-benziimdazolyl)methyl-3,5-pyridine dicarboxylate; 

dimethyl l,4-dihydro-4-(2'-ethoxy-6'-pentadecylphenyl)-2-methyl-6-(5"-methyl-2- 
mercapto-1 'H-ben2imidazolyl)methyl-3 ,5 -pyridine dicarboxylate; 

diisopropyl l,4^ydro-4-(2'-ethoxy-6'-pentadecylphenyl)-2-methyl-6-(5"-methyl- 
2-mercapto-rH- ben2imidazolyl)methyI-3,5-pyridine dicarboxylate; 

diethyl l,4-dihydro-4-(2'-methoxy-6'-pentadecylphenyl)-2-mefhyl-6-(5"-methyl-2- 
mercapto-1 'H-benzimidazolyl)methyl-3,5-pyridine dicarboxylate; 

dimethyl 1 ,4-dihydro-4-{2'-methoxy-6'-pentadecylphenyl)-2-methyl-6-{5"-methyl- 
2-mercapto-l 'H-ben2imidazolyl)methyl-3,5-pyridine dicarboxylate; 

diisopropyl l,4Kiihydro-4-(2'-methoxy-6'-pentadecylphenyl)-2-methyl-6-(5"- 
methyl-2-mercapto-rH-benzimidazolyl)methyl-3,5-pyridine dicarboxylate; 

diethyl l,4-dihydro-4-(2'-isopropoxy-6'-pentadecylphenyl)-2-methyl-6-(5"-methyl- 
2-mercapto-l 'H-ben2imida2olyi)methyl-3, 5 -pyridine dicarboxylate; 
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dimethyl 1 ,4-dihydro-4-(2'-isopropoxy-6'-pentadecylphenyl)-2-methyl-6- 
methyl(5'-methyl-2-mercapto-rH-ben2iniidazolyl)methyl-3,5-pyridine dicarboxylate; and 
diisopropyl l,4-dihydro-4-(2'-isopropoxy-6'-pentadecylphenyl)-2-methyl-^methyl 
(5'-methyl-2-mercapto-rH-benziniidazolyl)methyl-3,5-pyridine dicarboxylate. 
6. The method of Claim 3, wherein the T-channel antagonist is selected from the 
group consisting of 

5-elhoxycarbonyl-4-{2'ethoxy-6-pentadecylphenyl)-6-(2'-mercapto-rH- 
benzimidazolyl)methyl-3,4-dihydropyrimidin-2(lH)-one, 

5-ethoxycarbonyl-4-(2-methoxy-6-pentadecylphenyl)-6-methyl-3,4- 
dihydropyriinidin-2( lH)-one, 

5-methoxycarbonyl-4-(2-ethoxy-6-pentadecylphenyl)-6-methyl-'3,4- 
dihydropyrimidin-2(lH)-one, 

5-methoxycarbonyl-4-(2-methoxy-6-pentadecylphenyl)-6-methyl-3,4- 
dihydropyriniidin-2( lH)-one, 

5-ethoxycarbonyl-4-(2-ethoxyr6-pentadecylphenyl)-6-methyl-3,4- 
dihydropyrimidin-2(lH)-one, 

5-methoxycarbonyl-4-(2-methoxy-6-(8' Z, 11' Z, 14' Z) pentadecatrienyl 
phenyl)-6-methyl-3,4-dihydropyrimidin-2(lH)-one, 

5-methoxycarbonyl-4-(2-methoxy-6-(8' Z, 1 1* Z) pentadecadienyl phenyl)- 
6-methyI-3,4-dihydropyrimidin-2(lH)-one, 

5-methoxycarbonyl-4-(2-methoxy-6-(8' Z) pentadecenyl phenyl>.6-methyl- 
3 ,4-dihydropyriniidin-2( 1 H)-one, 

5-ethoxycarbonyl-4-(2-ethoxy-6-.(8'Z, ll'Z, 14' Z) pentadecatrienyl 
phenyl)-6-methyl-3,4-dihydropyrimidin-2(lH)-one, 

5-ethoxycarbonyM-(2-ethoxy-6-^(8' Z, 1 1' Z) pentadecadienyl phenyl)-6- 
methyl-3,4- dihydropyriniidin-2(lH)-one, 

5-ethoxycarbonyl-4-(2-ethoxy-6-(8' Z) pentadecenyl phenyl)-6-methyl-3,4- 
dihydropyrimidin-2(lH)-one, 

5-methoxycarbonyl-4-(2-ethoxy-6-(8' Z, ir Z, 14* Z) pentadecatrienyl 
phenyl)-6-methyl-3,4-dihydropyrimidin-2(lH)-one, 

5-methoxycarbonyl-4-(2-ethoxy-6-(8' Z, 1 1* Z) pentadecadiwiyl phenyl)-6- 
methyl-3,4-dihydropyrimidin-2(lH)-one, 

5-methoxycarbony W-(2-ethoxy-6-<8' Z) pentadecenyl phenyl)-6-methyl- 
3,4-dihydropyrimidin-2(lH)-one, 

5-isopropoxycarbonyM-(2-ethoxy-6-(8'Z, ll'Z, 14' Z) pentadecatrienyl 
phenyl)-6-methyl-3,4-dihydropyrimidin-2(lH)-one, 
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5-isopropoxycarbonyl-4-(2-ethoxy-6-(8* Z, 1 1* 2) pentadecadienyl phraiyl)- 
6-metiiyl-3,4-dihydropyriniidin-2( 1 H)-one, 

5-isopropoxycarbonyl-4-(2-ethoxy-6-(8' Z) pentadecenyl phenyl)-6-methyl- 
3,4-dihydropyrimidin-2( 1 H)-one, 

3 ,6-dihydro^-niethyl-6-[2-methoxy-6-peiitadecylphenyl]-2-oxo-l ,5-(2H)- 
pyrimidinedicarboxylic acid 1 -ethyl 5 -methyl diester, 

3,6-dihydro-4-inethyl-6-[2-methoxy-6-pentadecylphenyl]-2-oxo-l,5-(2H)- 
pyrimidinedicarboxylic acid bis (ethyl ester), 

3,6-dihydro-4-methyl-6-[2-methoxy-6-pentadecylphenyl]-2-oxo-l,5-(2H)- 
pyrimidinedicarboxylic acid 1-ethyl 5-isopropyl diester, 

3,6-dihydro-4-methyl-6-[2-ethoxy-6-pentadecylphenyl]-2-oxo-l,5-(2H)- 
pyrimidinedicarboxylic acid 1-ethyl 5-methyl diester, 

3 ,6-dihydro-4-Tnethyl-6-[2-ethoxy-6-pentadecylphenyl]-2-oxo- 1 ,5-(2H)- 
pyrimidinedicarboxylic acid 1,5 -diethyl diester, 

3,6-dihydro-4-inethyl-6-[2-ethoxy-6-pentadecylphenyl]-2-oxo-l,5-(2H)- 
pyrimidinedicarboxylic acid 1 -ethyl 5-isopropyl diester, 

3,6-dihydro-4-methyl-6-[2-isopropoxy-6-pentadecylphenyI]-2-oxo-l,5- 
(2H)-pyrimidinedicarboxylic acid 1-ethyl S-methyl diester, 

3,6-dihydro-4-methyl-6-[2-isopropoxy-6-pentadecylphenyl]-2-oxo-l,5- 
(2H)-pyriimdinedicarboxylic acid 1,5-diethyl diester, 

3,6-dihydro-4-inethyl-6-[2-isopropoxy-6-pentadecylphenyl]-2-oxo- 1 ,5- 
(2H)-pyrimidinedicarboxylic acid 1-ethyl, 5-isopropyl diester, 

3,6-dihydro-4-methyl-6-(2-methoxy-6-pentadecyiphenyl)-2-thioxo- 
l,5(2H)-pyrimidine dicarboxylic acid bis (ethyl ester), 

3,6-dihydro-4-methyl-6-(2-ethoxy-6-pentadecylphenyl)-2-thioxo-l,5(2H)- 
pyrimidine dicarboxylic acid bis (ethyl ester), 

3,6-dihydro-4-methyl-6-(2-isopropoxy-6-pentadecylphenyl)-2-thioxo- 
l,5(2H)-pyriinidine dicarboxylic acid bis (ethyl ester), 

3,6-dihydro-4-methyl-6-(2-methoxy-6-dodecylphenyl)-2-thioxo-l,5(2H)- 
pyrimidine dicarboxylic acid bis (ethyl ester), 

3,6-dihydro-4-methyl-6-(2-e1hoxy-6-dodecylphenyl)-2-thioxo-l,5(2H)- 
pyrimidine dicarboxylic acid bis (ethyl ester), 

3,6-dihydro-4-methyl-6-(2-isopropoxy-6-dodecylphenyl)-2-thioxo-l,5(2H)- 
pyrimidine dicarboxylic acid bis (ethyl ester). 
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3,6-dihydro-4-mel]iyl-24hioxo-6-[2-isopropoxy-6-pentadecylphenyl]- 
l,5(2H)-pyriiradine dicarboxylic acid 5-ethyll-[l-(phenylmethyl)-4- 
piperidinyl] ester mono hydrochloride, 

3,6-dihydro-4-niethyl-2-thioxo-6-[2-ethoxy-6-pentadecylphenyl]-l,5(2H)- 
pyrimidine dicarboxylic acid 5-ethyll-[l-(phenylmethyl)-4-piperidinyl]ester mono 
hydrochloride, 

l,2,3,4-tetrahydro-6-methyl-4-[2-methoxy-6-pentadecylphenyl]-3-(l-oxo- 
propyl)2-thioxo-5-pyrimidine carboxylic acid ethyl ester, 

l,2,3,4-tetrahydro-6"methyl-4-[2-ethoxy-6-pentadecylphenyl]-3-(l-oxo- 
propyl)2-thioxo-5-pyriinidine carboxylic acid ethyl ester, 

l,2,3,4-tetrahydro-6-methyl-4-[2-isopropoxy-6-pentadecylphenyl]-3-(l- 
oxo-propyl)2-thioxo-5-pyrimidine carboxylic acid ethyl ester, 

1 -[(dimethyl amino)carbonyl]- 1 ,2,3 ,6-tetrahydro-4-methyI-6-[2-methoxy- 
6-pentadecylphenyl]-2-thioxo-5 -pyrimidine carboxylic acid ethyl ester, 

1 -[(dimethyl amino)carbonyl]- 1 ,2,3 ,6-tetrahydro-4-methyl-6-[2-ethoxy-6- 
pentadecylphenyl]-2-thioxo-5-pyrimidine carboxylic acid ethyl ester, 

1 -[(dimethyl amino)carbonyl] -1 ,2,3 , 6-tetrahydro-4-methyl-6-[2- 
isopropoxy-6-pentadecylphenyl]-2-thioxo-5 -pyrimidine carboxylic acid ethyl ester, 

3,6-dihydro-4-methyl-2-thioxo-6-[2-methoxy-6-pentadecylphenyl)]-l,5 
(2H)-pyritmdinedicarboxylic acid, 5-ethyl-l-[l-(phenmethyI)-4-piperidinyl] ester, 
monohydrochloride, 

3,6-dihydro-4-methyl-2-thioxo-6-[2-methoxy-6-pentadecylphaiyl)]- 
l,5{2H)-pyrimidinedicarboxyhc acid, 5-(l-methylethyl)l-[l-(phenmethyl)-4- 
piperidinyl] ester, monohydrochloride, 

3,6-dihydro-4-methyl-2-thioxo-6-[2-ethoxy-6-pentadecyIphenyl]-l,5(2H)- 
pyrimidinedicarboxylic acid, 5-(l-methylethyl) l-[l-(phenylmethyl)-4-piperidinyl] 
ester, monohydrochloride, 

3,6-dihydro-4-methyl-2-thioxo-6-[2-ethoxy-3,5-dinitro-6- 
pentadecylphenyl]-l,5(2H)-pyrimidinedicarboxylic acid, 5-(l-methylethyl) 1-[1- 
(phenylmethyl)-4-piperidinyl] ester, monohydrochloride, 

l,2,3,6-Tetrahydro-4-methyl-l-[3-[methyl(phenylmethyl)aniino]propyl]-2- 
thioxo-6-[2-methoxy-6-pentadecylphenyl]-5-pyrimidinecarboxylic acid, 1- 
methylethyl ester, monohydrochloride, 

1 ,2,3,6-Tetrahydro-4-methyl- 1 -[2-[ 1 -<phenylmethyl)-4-piperidinyl]ethyl] - 
2-thioxo-6-[2-methoxy-6-pentadecylphenyl)-5-pyrimidinecarboxylic acid, 1- 
methylethyl ester, monohydrochloride, 
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3,6-dihydro-4-methyl-2-1hioxo-642-^1hoxy-6-pentadecylphenyl]- 1 ,5(2H)- 
pyrimidinedicarboxylic acid, l-[l-[(4-florophenyl)metiiyl]-4-piperidmyl] 5-(l- 
methylethyl) ester, monohydrochloride, 

4-ethyl-5 -methoxycarbonyl- 1 - {N~[3 [4-(4-methoxycarbonyl)-4- 
phenylpiperidin-l-yl]propyl]carboxamido}-6-[2-methoxy-6-pentadecylphenyl]-2- 
oxo-l,2,3,6-tetrahydropyrinudme, 

4- ethyl-5-methoxycarbonyl-l - {N-[3 [4-(4-methoxycarbonyl)-4- 
phenylpiperidin-1 -y l]propyl]carboxanndo } -6-[2-ethoxy-6-pentadecylphenyl]-2- 
oxo-1 ,2,3,6-tetrahydropyriinidine, 

5- carboxainido-4-ethyl-l - {N-[-[3-(4-inethoxycarbonylphenylpiperidin- 1 - 
yl)-propyl]carboxamido}-6-[2-methoxy-6-pentadecylphenyl]-2-oxo-l,2,3,6- 
tetrahydropyrimidine, 

4- ethyl-5-(N-methylcarboxamido)-l-{N-[3-(4- 
methoxycarbonylphenylpiperidin-l-yl)propyl]carboxainido}-6-[2-methoxy-6- 
pentadecylphenyl]-2-oxo-l ,2,3 ,6-tetrahydropyrimidine, 

5- methoxycarbonyl-l - {N-[3 -[4-(4-methoxycarbonyl)-4-phenylpiperidm- 1 - 
yl]propyl]carboxarmdo}-4-methyl-6-[2-inethoxy-6-pentadecylphenyl]-2-oxo- 

1 ,2,3 ,6-tetrahydropyriinidine, 

5-efeoxycarb(myl-l-{N-[3-[4-(4-methoxycarbonyl)-4-phenylpiperidin-l- 
yl]propyl]carboxajmdo}-4-methyl-6-[2-methoxy-6-pentadecylphenyl]-2-oxo- 
1 ,2,3,6-tetrahydropyriimdiBe, 

Snsarboxamido- 1 - {N-[3-[4-(4-methoxycarbonyl)-4-phenylpiperidm-l- 
yl]propyl]carboxaimdo}-4-methyl-6-[2-inethoxy-6-pentadecylphenyl]-2-oxo- 
1,2,3,6-tetrahydropyriinidme, and 

1 - {N-[3-[4-(4-methoxycarbonyl)-4-phenylpiperidm- 1 - 
yljpropyl] carboxamido } -4-methyl-5 -(N-methylcarboxainido)-6-[2-methoxy-6- 
pentadecylphenyl]-2-oxo-l,2,3,6-tetrahydropyriinidine. 

7. A method for treating hypertension, comprising repeatedly administering to a patient a 
selective T-channel antagonist in individual dosages spaced at least one day apart. 

8. The method of Claim 7, wherein the T-channel antagonist is a compound of Formula I 
orll: 
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or a pharmaceutically acceptable salt, amide, ester, or prodrug thereof, 
wherein 

a) Ri-R« are each independently selected from the group consisting of 
hydrogen;,halogen, perhaloalkyl, nitro, amino, a diazo salt, optionally 
substituted lower aUcyl, optionally substituted lower aUcylene and 
optionally substituted five-membered or optionally substituted sbc- 
membered heteroaryl ring or optionally substituted six-membered aryl or 
heteroaryl ring, 

whore the lower alkyl and the lower alkylene moieties are each 
independently and optionally substituted with one or more substituents 
selected from the group consisting of halogen, perhaloalkyl, nitro, amino, 
hydroxy, alkoxy, sulfhydryl, thioether, cyano, amido, ester, and 




(Rll)n 



where A is selected from the group consisting of oxygen, sulfur, and -NH 
and Rn is selected for the group consisting of hydrogen, hydroxy, alkoxy, 
haloalkoxy, halogen, haloalkyl, perhaloalkyl, nitro, amino, and a diazo salt, 
and n is between 0-4; and 

where the ring moieties are each independently and optionally substituted 
with one or more substituents selected from the group consisting of lower 
alkyl, lower alkylene, 

b) R9 is selected from the group consisting of hydrogen, alkyl, all{ylene, and a five- 
membered or six-membered heteroaryl ring or a six-membered aiyl or heteroaryl 
ring, optionally substituted with one or more substituents selected from the group 
consisting of lower allQ^l, lower alkylene, halogen, perhaloalkyl, nitro, amino, 
cyano, amido, and esten 
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d) 



e) 

f) 
g) 



Rio is selected from the group consisting of hydrogen and lower alkyl, or that Rio is 
optionally not present, in which case the nitrogen-containing ring in the compound 
of Formula I is pyridine; 

RirR,3 and R15-R18. are each independently selected from the group consisting of 
hydrogen, halogen, perhaloalkyl, nitro, amino, a diazo salt, optionally substituted 
lower alkyl, alkoxy, optionally substituted lower aikylene and optionally 
substituted five-membered or optionally substituted six-membered heteroaryl ring 
or optionally substituted six-membered aryl or heteroaryl ring, wherein 

said lower alkyl and said Iowa: all^lene moieties are each independently 
and optionally substituted with one or more substituents selected from the 
group consisting of halogen, perhaloalkyl, nitro, amino, hydroxy, alkoxy, 
sulfhydryl, thioether, cyano, amido, ester, and 



A is selected from the group consisting of oxygen, sulfiir, sulfoxide, 
sulfone, and -NH; 

R22 is selected from the group consisting of hydrogen, hydroxy, alkoxy, 
haloalkoxy, halogen, haloalkyl, perhaloalkyl, nitro, amino, and a diazo salt; 
n is between 0-4; and 

said ring moieties are each independently and optionally substituted with 
one or more substituents selected from the group consisting of lower alkyl, 
lower alkylene, 

Ri9 is selected from the group consisting of hydrogen, alkyl, alkylene, and a five- 
membered or six-membered heteroaryl ring or a six-membered aryl or heteroaryl 
ring, optionally substituted with one or more substituents selected from the group 
consisting of lower alkyl, lower alkylene, halogen, perhaloalkyl, nitro, amino, 
cyano, amido, and ester; and 

R20 is selected from the group consisting of hydrogen and lower alkyl 
R21 is selected from the group consisting of: 

i) hydrogen, alkyl, alkoxy, alkylene, and a five-membered or six-membered 
heteroaryl ring or a six-membered aryl or heteroaryl ring, optionally 
substituted with one or more substituents selected from the group 
consisting of lower alkyl, lower alkylene, halogen, perhaloalkyl, nitro, 
amino, cyano, amido, and ester; 
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V) 



vi) 



wherein 

A) 
B) 



COY wherein Y is Ci-Cg alkyl, Ci-Cg alkoxy or NRi3R,4, wherein R13 is 
hydrogen or CrCa alkyl and R14 is hydrogen, Cj-Cs alkyl, or Ci-Ch 

phenalkyl; 

X or COX wherein X is 



halogen, CF3, cyano, nitro, COONHR35, COON(R35)2, COOSO2R38, 

COONR35S02N(R35)2. CO2R35. COON(R35)2. COOS02N(R35)2, 

COOSO2R38. 

CONR25R26, wherein R25 is selected from the group consisting of 
hydrogen, alkyl, cycloalkyi, aryl, or arylalkyl and R26 is selected from the 
group consisting of hydrogen, alkyl, cycloalkyi, aryl, or halosubstituted 
alkyl, or R25 and R26 taken together with the nitrogen atom to which they 
are attached form 1 -pyrrolidinyl, 1-piperidinyl, l-azepinyl, 4-morpholinyl, 
4-thiamorpholinyl, 1-piperazinyl, 4-diarylalkyl-l-piperazinyl, each of 
which is optionally substituted with one or more substituents selected from 
the group consisting of alkyl, alkoxy, alkylthio, halo, trifloromethyl, or 
hydroxy; 

Z, COOZ, or C(0)(NH)Z, wherein Z is selected from the group consisting 
of 



p and q are each independently 0-10; 

R30 is phenyl optionally substituted with one or more substituents 
independently selected from the group consisting of halogen, CF3, cyano, 
nitro, N(R35)2, NR35CONR37, NRssCONCRay)^, NR35SO2R38, 
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>3R35S02N(R37)2, (CH2)o^C02R35, (CH2)(mCON(R35)2, (CH2)(mS02N(R35)2, 

(CH2)(mS02R38, and C,^ alkyl; 

C) R31 is selected from the group consisting of hydrogen, cyano, OR38, 
COOR35, CON(R35)2, and phenyl optionally substituted with one or more 
substituents independently selected from the group consisting of halogen, 
CF3, cyano, nitro, N(R35)2, NR35CONR37, NR35CON(R37)2, NR3SSO2R38, 

NR35S02N(R37)2, (CH2)(mC02R35, (CH2)o^CON(R35)2, (CH2)(mS02N(R35)2, 

(CH2)(mS02R38, and Ci^ allqrl; 

D) R35 and R37 are each independently selected from hydrogen, C^z alkyl, C3.8 
cycloallsyl, (CH2)(mCF3; and 

£) R38 is selected from fhe group consisting of hydrogen, Ci.8 alkyl, C^^ 
cycloalkyl, and (CH2)(mCF3; 

h) X is oxygen or sulfrir; and 

i) Q is oxygen or nitrogen; provided that when Q is oxygen R]3 does not exist. 

9. A method for selecting calcium T-channel antagonists having a desired pharmacological 
profile, comprising: 

testing candidate compounds to measure rapidity of onset of activity; 
testing candidate compoimds to measure duration of activity; and 
selecting candidate compounds having a slower onset of activity and a longer 
dioration of activity than Mibefradil. 

10. The method of Claim 9, wherein at least one of the testing steps is performed in vitro. 

11. The method of Claim 9, wherein at least one of the testing steps is performed in vivo. 
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